We report a case of 72-year-old woman who was hospitalized with vaginal bleeding and abdominal pain. Magnetic resonance imaging showed tumor both in endometrial cavity and ovaries with multiple distant metastasis. Her serum alpha-fetoprotein level was >54000 ng/mL. Total abdominal hysterectomy with bilateral salpingo-oophorectomy, total omentectomy, appendectomy, bilateral pelvic and paraaortic lymph node dissection, a 20 cm ileal resection with ileal anastomosis, metastasectomy were performed and peritoneal washing was obtained. The pathologic diagnosis was endometrial hepatoid adenocarcinoma. Because of her poor medical condition, she received only palliative chemotherapy. After two days of 5-fluorouracil she died within 2 months. Hepatoid adenocarcinomas are extrahepatic neoplasms that exhibit features of hepatocellular carcinoma. It was first reported as gastric neoplasm but is seen in many different organs and its frequency is increasing. To date only 11 cases of hepatoid adenocarcinoma of the endometrium were reported. It has a poor prognosis and there isn't an effective treatment yet.
Introduction
Hepatoid adenocarcinomas are alpha-fetoprotein (AFP) producing extrahepatic neoplasms which exhibit features of hepatocellular carcinoma (HCC) (1) . Hepatoid adenocarcinomas of stomach, lungs, kidneys, ovaries and many other various organs had been previously described (2) , but hepatoid adenocarcinoma of the endometrium is very rare. To our knowledge this is the 12th case of hepatoid adenocarcinoma of the endometrium.
Case Report
A 72 -year-old woman admitted to a local hospital with vaginal bleeding and abdominal pain. She had diabetes mellitus which was on control with oral antidiabetics. The patient had no other medical history of note. Her abdominal ultrasonography showed 57x41 mm multiloculated solid mass in right adnexal region and her liver was normal. Pelvic magnetic resonance imaging (MRI) revealed a 4 cm tumor and fluid in endometrial cavity (Figure 1 ), 8 cm heterogeneous, multiloculated semisolid mass in right ovary, 3 cm solid lesion in the left ovary, 4.5 cm metastatic implant in Douglas and minimal ascites she was then referred to our hospital. The serum AFP level was >54000 ng/mL (normal <9), CA125 level was 158.4 U/mL (normal <35). CEA, CA15-3 and CA19-9 levels were within the normal range. It was thought as primary ovarian cancer; therefore, endometrial sampling was not done.
At laparotomy, it was seen that uterus was enlarged, there were a necrotic mass in right ovary, palpable pelvic and paraaortic lymph nodes, tumoral implants on sigmoid colon's serosa and in Douglas and tumoral invasion to an ileal segment. Peritoneal surfaces were disease free. Total abdominal hysterectomy with bilateral salpingo-oophorectomy, total omentectomy, appendectomy, bilateral pelvic and paraaortic lymph node dissection, a 20 cm ileal resection with ileal anastomosis, metastasectomy were performed and peritoneal washing was obtained.
The pathology specimen revealed an endometrial polipoid tumor ( Figure 2 She was discharged from hospital on postoperative day 11. She admitted to our hospital one month after the operation with abdominal distension and fatigue. Massive ascites was detected. Because of the surgical site infection, ciprofloxacin + ampicillin/sulbactam treatment was administered. Her serum AFP level was still >54000 ng/mL. She was transferred to medical oncology department to receive chemotherapy. Paclitaxel + carboplatin regimen was planned for the patient. But her infection proceeded to cellulitis and her biochemical results got worse (renal and hepatic function tests increased progressively). Her antibiotherapy was changed to cefepime + teicoplanin + metronidazole. On her new computed tomography (CT) progression of disease on peritoneal surfaces and mesentery was determined. There was a 5 cm subcapsular hepatic metastasis also. Pleural effusion also developed although chest CT showed no metastasis. Because paclitaxel + carboplatin regimen couldn't be administered, palliative chemotherapy was planned and she was given 5-fluorouracil (750 mg/day) on postoperative day 60 and 61. The next day she died. Her creatinine level was 7.7 mg/dL and total bilirubin level was 10.7 mg/dL on the day she died.
Discussion
Hepatoid adenocarcinomas have been reported in various organs. It is usually diagnosed at older ages and prognosis is poor regardless of its origin (3) . Median age at diagnosis is 65 years (range, 21-88), one-year survival is about 55% and median overall survival has been reported to be 11 months (range, 0.1-102). The outcome is similar for endometrial hepatoid adenocarcinomas (Table 1) . Mean age at diagnosis is 67.09 and median age was 66 (range, 60-82) for 11 patients. Five of the patients died of disease (range, 2-32 months), 4 of them were disease free at the time of reporting as far as we know. For 3 patients we couldn't get information about the outcome.
The AFP levels ranged between 280.3 and 90508 ng/mL. Tumor cells also show AFP expression immunohistochemically. Because of strong AFP expression, it is difficult to make differential diagnosis between yolk sac tumor and hepatoid There is a need for adjuvant therapy because it is an aggressive tumor. But there isn't a consensus on which therapeutic regimen or agent to use. Some authors used radiation therapy and some used chemotherapy. Some of them gave cyclophosphamide + doxorubicin + cisplatin and some gave paclitaxel + carboplatin as adjuvant chemotherapy. We decided to use paclitaxel + carboplatin regimen since it has higher activity in patients with advanced or recurrent endometrial adenocarcinomas (14) but the patient was in poor medical condition with massive ascites, surgical site infection, rising hepatic and renal function tests, so we couldn't administer the planned chemotherapy regimen. We used 5-fluorouracil for palliation but the patient died before completion of chemotherapy. Although we think that the most appropriate option was chosen according to her situation, the death of the patient might have been due to her poor medical condition and/or toxicity associated with chemotherapy.
More case reports should be reported in order to find most effective regimen in hepatoid adenocarcinomas.
